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(57) Abstract 

Peroxisome proliferator-activated receptor (PPAR) controllers containing as the active ingredient compounds represented by genera! 
formula (I), salts of the same, or hydrates of both (wherein each symbol is as defmed in the description). The compounds exhibit control 
effects against PPAR and are therefore useful as, e.g., antihyperglycemic drugs, antihyperlipidemic drugs, or preventive and/or therapeutic 
agents for metabolic diseases such as diabetes, obesity, syndrome X, hypercholesterolemia and hyperlipo-proteinemia; hyperlipemia, 
arteriosclerosis, circulatory diseases, polyphagy, and ischemic heart diseases. 
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20 t*4-7*0*g|0^ro^t LTfi. -finix-Jf en-;K 7^fH>, 
li*o'Ji'> eDVv>. e^';v>. f-:f7>. f-7>^) ;6*^tf<b 

it -So 

(I) R';feJ:lKR2Mcj:oT^t)$ii-6/Nny:/l^^, R'i3<tt>* 
25 R^nc J:oT^i3$ii^C3~l 4 ^^R^^OS^^t LT O^Nny 

RMc i oT^t>$a-2) C 1 ~4 7;u^;i/^. C 2 ~ 6 7;i^'^-;i/^J fcfi 
C 2-6 7;i'^-;i/^tcM^LTV>^C4 - 7 0R#^0®^^t LT<0/>o 
y'yW.=FisXV^l\iZX^xmt>^iiiC l ~4 7;u#u>StcM^LTv»-& 
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5 C1~4T;W3^v^, R2lCioT^t>$*lSC l->'4 7;i'^;l/^, C2~6 

;i/+V>^{ce^LTv»-2,C 3-1 4 <^^^^<^fi^^i: LT<^C 1 ~4T;W 
3:^y^i:li, rD;H^>'> •/ h ^ v^iJ J: d^ibiom 

10 ft«:3&-e*^o 

(I) tf-, R\ R^'^XV'R'^l,ZX^xmt>^t^iCl-47)\^^)l^ 
^t^tii, tf;l/^;j-, :rf-;i/-^:^-^i3 J: tfClti 

-JK^ (I) R"icJ:oTa^$ti*Ci~-l 0T;w4r;u^i:li, pff-^K 
15 7'nfer;K T'^^K ^>f-;K ^^y;l'> iHi^^y^. 

-fe^ (I) R''^KXr>X^t>%M^%W.=i-^fz\V&M^\m^'^^ 

20 (^X.lf. :j-^V7>. f-7>^) iS^mfhiXh^ 

~Wl-^ (I) R''(::J:oT^t)$^L*gmi!r.^i:^miii^^ l^@■fO'g•;t 
25 (I) tf, R2, R\ R\ R\ R\ R^, R\ R'\ R»2, 
R»\ R'\ R'\ R'\ R'\ R'\ R'\ R^o, r2\ R23^ r24^ 

R25^ R2\ R28^ R30^ r32^ r33^ r34^ r35^ r36^ r38^ 

R3\ R*°, R*\ R^\ R*K R*\ R*\ R*\ R*\ R * "iJ J: If R* » 

18 
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C3~l A<0^im<OW:^^tLX<OC l~4TJl/^;i'^. R^izX-^Xmt)^ 
C 1 - 4 r;l/^;W^, C 2 - 6 7;l"5r-;w^i fcfiC 2-6 T)\^^=-»^^K 

5 tCJ:oT^*>$tt'&C l~47;W4rW:^^fwM^LTV^-5>C3 ~1 4 

(0W.tgi&tLX<DCl^A7)\^^fl^Mtit. Jif-Ji^. xf-;K yne;K rf^^l' 

R'^-L-tR''>i!)^^fihi)^l^^'r^Rnm=^t-'i^iZi^^xmt>tC 3-7 
10 <^)->i'nT;w^;l'^t(i. i/^^nyneyK v^'D^>f-;i/, v 

15 (I) R^ iZ X ^Xmt>^ tli CI -A 7 C2-67;i' 

^r^;i/^S;5:(iC 2- 6 7;i'^-->l^^lCg^LTV>-&C 4 - 7 O^^OlSfa* 

20 -jK^ (I) tfJ, R^tCioT^tJ^tt^C 1 ~47;i'^;w^. C2~67;w 
'5--;i'^*7tJiC 2 ~ 6 7;V'^-;V'^(cg^LTv>-2,g^jg^t m-^W't'S 

-ISL^ ( I ) . 



25 
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^XrfR'bR\ R'^tR'K R''tR''isXXrR^'tR'\ R*«i:R^';5< 

^^jf.^ 2m t imtfz amm^-.'f- 1 is t ^m^^2 m t * 

KnT-ifVf>, 'f^^^VVv^^. e^VVv^. Kni;T4f>f > (Vi* 

( I ) 4-. ^ 




15 \zX'::>x^t>^fLhm.mw.=f'ittz\t2m. ^nu=^t^mw.^^\m-f^ttz 

>K';>, 1, 2. 3, 4 -T h 7b Kn4ry V 1. 2, 3, 4--fh7li 
20 Kn^v^yv>, 2, 3 -yb Ko-r 2, 3-ybKa^;'X'f 

1, 2, 3, 4-xh7fc Kn:^t'/V>> 1, 2, 3, 4 -r h 
7fc Knv'yy' ij 1, 2, 3, 4 -x h 7 b Kn^^y :^-9- V 1, 2, 3, 
4-r Kn7^7v?:^, 1, 3 -^^-y-^f- 2 , 3-vbKo^>f'>, 
1, 4-:t+-9-9-'-2, 3, 4 - h 'J b Knt7^ 1, 2, 7:*-^-9-v^T 

20 
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J-f-l^^s hV>f-^>> Tb7;^^U>^ ^^-tpff-l^^^ 

( I ) +^ 



( I ) 4'. 



20 -Wi^ (I) R2>lcJ:oT^t»$tLSli Ko + v (Cl~4) T^l'^^l^S 
25 ^-Cib-So 
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5 xf-;w;;;;w*-JK rf•;^-:^^^'^''=^^^ 

(I) J icioT^t>$ti4C l-4 7;i'^u>t^->^i:Ji. > 

10 R^-Afc LTJi. L<liC 1 - 1 OT^U+^W^S/zJiC 2 ~ 1 0T;W'5r 

il^$*L;^:Ci-4r;i'^jv^*at>to ) ^/c^±K^lg^T*0^ i^JitftL 

15 <tiNH^'C*^o 

Ei: LTJi, ftf t L < (i 

1) CI ~ 1 0T;^^;^^^ 

2) f^n^yWi-. tKS?^, C 1 ~4T;W^;1/&. C 2-6 T;U'5r;^;i/^, Ci 
-47;l/3i|rv^. -OCOR'2^. -OC 0 0 R ' /cJi - C 0 0 R ^ 

20 C^^^-, R'^ R"i5J:«fR'Mi, i[|2t |gIi:^i*t^*?to ) ^^^Sili? 

COOR"^ (S*, R»{i7KEJgf-*^;J±C l~4 7;i^^;l'^=g:mt>1-o ) "Cg 
Jfe$ttfcC 1 ~57;l'^;l'^, 

3) C 3-7'>^'D7;w^;i'^. t/wJi 

25 4) 1 $y::{i2l@(OR2'''^-e®^$aTv^T^ J:v^7x-;l/^ (^*, R2»» 

^R^i'Stil^C-Cfe^^rcT*) iv^o ) J: Lv^E LTJi. 

1) c 1 ~77;^^;^S^ 
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3) C 5-7 v^dT;1'^;wS^ tfzii 

4) C l~4r;l'^;V'^^ C l~4 7^W3 + v^. C 1 ~4 7;U^;l'f^t^, 

5 ayyjg^, =.h^^. -COOR23"^ (^4^, R23»l±;?K#m^. Cl~4 

iZUWL L fz'it^m. is X 6-184086 i 6-211814 -f-^^^B^lC 

-fk-g-^i : N- (1 2 -;><^;»'yoe;i/) -N' -2-7'a^- 
15 ;w-N' - [ (2' - (lH-Tb7V--'l'-5-^;l') -1, r -e7x- 
;i/ - 4 - ;w) ^ -i^ u 7 (2j#PI¥ 6-184086 ^omMM 4-39 iei^<^<l:'^ 



N-NH 

it^m2 : N-7x^^;v-N' -y^;w-N' - [ (2* - (l H-r hyV 
20 -;u-5-^;w) -1, r -e7x::^;v-4-'<;u) p^^^^u] 7P7 

6-184086 -^<7)||i(g0g 3-2 4lB|it<^'fb'&l&(Cffl^) 
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Vnh 



it^ms : N-7'-?^;u-N- [ (2* - (iH-r h7y-;u-5-'f;u) -i. 

-2 -7i-;i/if-;Ui;^r;l. (mj^tS^ifeM2 JC^i^) 




N-NH 



it^^A : N-r-^;l^-N' -r^^W-N' - [ (2' - (l H-r h7V'--'l' 
-5-4 )\^) -1, 1 ' -e7jc-;i/-4 --f (iRFl§¥ 6-184086 

^(ommm 3-31 la^^^^k-^^tcffi^) 
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it^!&l5 : N-v^'n^^v;W-N' -rf-;l/-N' - [ (2* - (IH-rh 
li¥ 6-184086 -^(^^iS09 3 -6 8 im<Dit^!& JC^i^) 



HaC 




N-NH 

^b^lSje :N- (2->« h^v7ac:i;l/) -N' -r^;P-N' - [ (2' - (1 
mmW- 6-211814 -^-OHiteM 3-3 IBm<^'fb'^^JCffi^) 




N-NH 
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it-^f&l7 :N- (2, 4-v^7;i':i-n7i-;i') -N' -r-?-;u-N' - [ (2' 
il^] -^UT (i|#ia¥ 6-211814 0|life^3-7ieit«^'fb'^tCffi^) 




-fk-g-i^s :n- (2, 3-v'p<-?^;u7x-;i/) -N* -r-?^;u-N' - [ (2' 
-fi/T 6-211814 ■t<^lliS«ai3- 8 E^o-fb-^titcffi^) 




Vnh 



it^m9 : N- (2-rn^7x-;i/) -N' -yf-JP-N* - [ (2* - (1 
H-T b7y-;w-5-^M -1, 1' -if7i-;i/-4-'f 
1^7 6-211814 ^(Ommm 3-14 IBI!tO'fb'g-t>t3ffi^) 
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N-NH 



it^^lO'.li- (2-ih^v7i::i;i/) -N' N* - [ (2' - 

(1 H-T h7V-;u-5-'f -1. 1' -e7x-;u-4 -^^i') 

W7 6-211814 -tO^ife^! 3 - 1 6fB^<0<b'g-!^tCffi^) 




N-NH 



-fb-g-J^l 1 : N- (2--hn7x^;0 -n' -:?'f-;u-N' - [ (2' - (1 
H-T b^y-^i'-s -'f;i') -1, r -tf7i-;w-4->f;i^) ^ 

(#^¥6-211814^<7)^Mfai3-2 2 Em<7)<b'g'J^tC;ffi^) 
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it^'&iz :N- (4-Jih^'>*;i/'-K-;w7i-;w) -N' -y5";i/-N' - 
[ (2* - (1 H-r h7V-;i'-5-'f^v) -1, r -e7i-;u-4-^ 

o 




N-NH 

.-Bt/jl3 :N- (4-p<-?';w-2-- hn7x-;w) -N' -y-?^;l'-N' - 
[ (2' - (1 H-f- h^V-^l'-S-^f -1, 1' -If 7ji-;P-4 --r 
^f-;W] (#§§¥6-211814-i-O^iS&0ll3-2 Tiemo'fk'g^lfjcffi^) 

,CH3 




N-NH 

<k'^Jg^i4 : N-e>c (2 -n' -rf^;!/- 

10 N* - [ (2* - (1 H-r h7y-;i/-5->f;u) -1. 1' -tr7x-;i'- 
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N-NH 

6-21 1814 -tiJ J: 4-300859 {**JS 3 - D y >'>*#^aj||&ii 490820 ^) 

29 
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n -;i/±#^pj, L D L 3 U^r n i c;^/ 1 /ctt V L D L n r n -;k^ 

*ih<omnija^^xv'^tih<D7mmi±m^^iif-(oi p p a r y 
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mm. m r&m^^s ^mmmizx >)^=5:i 

Mt. mA-A^tz^. llUfCol, Img^-lb 1000 mg<^^a-e. IB 

1 0 0 m g <Df^m-c. 1 B 1 ma^hikm^^mnm t < a. mmi^m) 
m^^^xv'^<om<ou^^isxv^^^mum<otztb<D^mu nmm. 

V Ki', p« ^''5r>fg»r;i.5 >^v^;T.v'^Atjl'g-$*v^o %mz'^ 
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jLi^y-jv) \,z^:^^iii>o ioia«i±, r-t^^^^mmmzmmu 
m<oximmL nmMs M.^m. ^#»k wm^^t^Lx^^xiiX^^^ 

^^f^ 2,868,691 -i-iJ X mm 3,095.355 "ttwp L < 121^ $ V>So 

10 :^^mxm\^^^it^m<D^i^n^^(Dtiif)<D^m\tLxii. mm(07i^nttz 
mx.immm^:^isxxji^±m.^^*'^ttiio ^yi^m^<omfemk mmmt 

15 m) m-b'^^ho z(DXn-^umi\x. ^h\zmmk }^mm. %itm. ^mu 
20 miimmiii^t fz\m<omk\z^m\.x'm-ti> zt^^x^h^ 

25 ?: ^iSS t S ?t ii> 

mr. mm^xxiimm\zX':>ximm^nmhii\ %%mtz.M\z^ 
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N_y^;i,_N- [ (2* - (1- (2-v7yx-?^;w) t h 7 V*-->l'- 5 



5 7;w:''>7!f>^#a^T. - 1 STCTh V'^;^y> (8 4mg) O^it^^uy 
(1,5ml) mmz\£Vi^> (0.07 ml) iMlfz^. 2-tKa^'>-3-7 
x-;i/7'D/N->S^ • j»«f-;i/x;^r;w (1 5 2mg) (D^itJ^^l^y (2m 1 ) ^ 

[ (2' - (1- (2-vTyi^;i') x h^V'-^^-S-'f M -1, 1' - 
10 tr7i-;i'-4->f;W 75>-i£^Jg ( 2 9 8 m g . #P?^¥ 6-184086 

^mmm. P^m i Em^t^j^) i5 x h v x-^^i^r 5 > (0.22 m 1 ) h 7 

}i.Vv7yy (5ml) r^TRtc^Ta-CJinx., 3 O^raiS^tfCo RlSiS'g-?§?0[=Sr 
15 ^h^77>f- (^^-^-^ :g^S?x^;i/=2 : 1 — 1 : 1) -e^SiiL, Tlfii^tS 

m^tt^mmit^ (2 9 smg) sr^#/co 

TLC:Rf csa^N^-y-^ : g^i?x^;U= 1 : Do 
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N, N-tT-X (2-;>» h:^'>*;W;K-;uxf^;w) -N* -r^;v-N* - [ (2* 
- (1- (2 -v7yxf-;l/) 7- j.7vr-;i,_5_^;i.) -i, i' -e7x- 



7;l':f>;y7.#H^T. N-'Tf-^l'-N- [ (2* - (1- 
» r hyV-^i'-S --f ;W -1, 1' -if 7x-;i'- 4 p<f-;i^] * 
^l/^' n U K ( 3 0 0 m g , 6-184086 ^mmm. 3 fBlfe'fl:'^ 

tcN, N-tT-x (2-;)< b^v*;u**-;wj^-^;u) T5 > • (2 6 7 
10 mg) (O^V^y {bm\) T^^^^XfY'):i.f-)ir^y (0.33ml) ^JOx.. 

1 : 2) -cffiiiiL. -rmom.^^-^^^mit%m2i zmz) i^fzo 

15 TLCiRf 0.33 e^^-y-^ : s^i?x-?';i'= 1 : 3) o 

N-y^;V-N- [ (2* - (1 H— f h^V-^l'-S-^f;!') -1, 1' -n* 
20 X— ;i/j:.-^;Wi;!^-f;w 
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yuyyy (2ml) ^a-ri, 8 -vT-9-*e>^^o [5. 4. 0] 

>T'7 ^ - 7 -xy (0.09 m 1 ) ^mi. m^-r^-m.mwitzo s^mm^mU'S: 
g) ^ntzo 

TLCrRf 0.25 (S^^J^f'^W) o 

N, N-tf;^ (2-p« h^'>*;l/*'-;l/xf-;i/) -N* -^f-^l^-N' - [ (2' 
- {m-T YyV-)^-5-^ - I, r -lf7i-;i'- 4 -'I') ^f- 
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Q o 




N-NH 



iLC:Rf 0.56 (i^^k^-?^^^ : p«^y-;w=i 0 : 1) o 

mm. 

U-r^Jl^-N- [ (2* - (1 H-r h 7 y*-;i/- 5 --fJW -1, 1' -kf 



or-c. nmm 1 -cmikLtzit^^ (isomg) oi, 4-v:i-^-9-> (2 

m 1 ) mmz 1 N-:^lSkiti- Y U A7K?§?B[ (0.3 m 1 ) ^mi. ^^^L. 

rm<&\SLm^^t^:^^mit^ osmg) mtzo 
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TLCiRf 0.56 u D.t>;uA : ^ ^ y -;u : g^gj= 5 0 : 5 : 1 ) ; 

NMR (d«-DMSO) : S 7.58-7.45 (IH, m), 7.45-7.1 1 (8H, m), 7.10-6.93 (4H, m), 
5.19-5.05 (IH, m). 4.48-4.20 (2H. m), 3.66 (3H. s), 3.25-195 (4H, m), 1.50-1.05 (4H, 
m), 0.80 (3H, t, J=8Hz)o 



- (1 H— r h7V-;w-5->f;u) -i, r -tf7i-;u-4 >^ 



TLC:Rf O.SOC^'nnTjN^l/A : p«^y-;i/=9 : 1); 

NMR (dj-DMSO) : S 7.55-7.48 (IH, m), 7.41-7.26 (3H, m), 7.05 (4H, s), 4.25 (2H, 
15 s). 3.55 (6H, s), 3.45-3.15 (4H, m), 3.03-2.88(2H, m), 2.58-2.43 (4H, m), 1.50-1.08 
(4H, m), 0.84 (3H, t, J=7.0Hz)o 



5 




10 



N-N Na 



wo 99/12534 



PCT/JP98/03930 



3' - 1 LT, PicaGene Basic Vector 2 {^Si^, * o No. 309- 

04821) ii^h)Vz/y:L y-mmmmiriW OttiL^TRT-o^-iJ^-^riOpTK 
^ i^uyryir^i, * d ^7 No. 6179-1) ?5-<b'£^IIS/hoyn^- iJ' -fSttt 
5 LT IK T'o^-^'- (-105/+51) XSTO;i'v7i7--fe*itfs^l§m'^:J'^- 

4®e<^^D^S^??"J^ UAS ^4|iI^03iL^i>/^>•9— Sffl^rlfAL, 4xUAS- 

10 

5'-T(CGACGGAGTACTGTCCTCCG) x4 AGCT-3' 

®J«G a 1 4Sfi<^DNA|S'g-^i^<7)*;i..i.>v;i.^Sg{z;KF«3^##:V: b P 
15 PAR/ U > Kife'&^i^ tife-g- ^^fz^:^y ^^#§6 =Sr Hat * 

9-^)^X7 <0 In LfZo t t) ^ PicaGene Basic Vector 2 (® d°d^, 
^#>f>^:r±, *^'D^rNo. 309-04821) ^ - LT 

20 G a 1 4Sa<^DNAig-g^^. l#g;d»<^ 1 4 7#a *-C<07 5 >'KBe^!l* 
3- K-tSDNATjKJCH b PPAR7$#>(*:0';:^> K^-g-fS^^r 3- 
aDNA;6«7^-A35«'g-9 J:-7t-l*'^tT> PicaGene Basic Vector 2 (Soa^) <7) 
yo^_^_ ■ -Ly^^y^-^nrfmznXLfZo ^Styt:^p< ^ilfi 

*«:^F*3 lw^|£t'<^ bhPPARy ^^^(D ^)ify Yl^^mcOT X^^I^^Z 

25 \t SV40 T-antigen AlaProLysLysLys 
ArgLysValGly (E^J#-^2) ^EL, 

>xif h-y^ TyrProTyrAspValProAspTyr 
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Ala (SB^J#-t3) tUmWit^y^iMizmt^^l^JiDliAW.ntUzo 
VI b P P AR 7 ^^^<0^) iry Yi^^1$Lt LTffiv»7t^jtitf5i^a5i9'{i, R. 
Mukherjec h (J. Steroid Biochem. Molec. BioL, 51, 157 (1994)#H?() , M E Green 
h (Gene Expression, 4, 281 (1995)#D8) . A. Elbrecht h (Biochem Biophys. Res. 
5 Corainun., 224, 431 (1996)#M) tfz\t A. Schmidt h (Mol. Endocrinology, fi, 1634 
(1992)#fi60 \ZX ^^W.^fltl\:. V ??k'R^m'<omMmLi)-h. 
lihPPARy V55r>Kie^J^:Se r "6_Ty r 478^3- Kt^DNA^: 

-^i^«r^^L/cG a 1 4 Se<^DN Aig-^M^. 1 4 7#gi-C<^ 

10 T^yKE^J'Sr^i'- K1-SDNA=g:W1-S|&a^^'^'-<)#-^TP^L/Co 
2) 11 h PPAR7$#'(*:=S:ffiv>fc;l'v7x7—l:T-7-fe'f 

^limtL-cfflv^/c cv-1 mmt-^m^^^xi%mLfzo -t^i^^. 

^ 3 - (DMEM) tC^jj^iBlfil^ (GIBCO BRL tt, ^ o ^ No. 

26140-061) *j|i^iftjgl 0%»c«:*J:9«ilPL, $ f> tCijf^iftjK 5 0 U/m 1 
15 -i^y>Gi:5 0//g/mlWfilc®?J^M^7'hv-fv>«rJPx.7t^aitwT. 5% 

l^'J^-^J' -itfE^^. Gal4-PPAR|&^^^ ^ - CDMDNA t^g±«F^-^SA-t 
& h7>:^7i^'>3>tCi^L^«=^^i6 1 0 cmdishtl2 x lO^cells^S 
LTisl. JfaMS:'g'i^rv^^tti-e-Iii5fe^^f^=S:ML/zm. IbI^«i1 Om I =griJD 

20 ^fZo l^^- 9 -fifE?- 1 0 g , Gal4-PPAR IIS^^ ^ -0.5 g t 
UpofectAMINE (fiSfpife, GIBCO BRLtt, * ^J' n ^ No. 18324-012) 5 0// MX 
<m\L. ±fB^^dishMiPL7to 3 7X:'C^^Sr5-6i^raMtt, 1 Cm 1 
<0S*f4^JI&iBlfilVt (GIBCO BRLtt, *^o^r No. 26300-061) 2 0%*'&tf^^b 
•^mTLtZo 3 7t:'C-lft^SIL/cm. jHfl)E«: h 'J "/'^VilLSi: J:oT^$-i3-. 

25 8000 cells/ 10 0ml DMEM- 1 0 %^*filil?i/weU (DMU^^'^ 9 6 :a:7'U- 

H^-efflV^S'fk'^lKfODMEM-l 0 %^*fjfll^i§?0[ 1 0 0;/ 1 «:^iPt7t:o3 7"C 
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mtT^i>m^mit^f^Vvi^') i^'/> (CeU, 22. 863 (1995). Endocrinology, 
122, 4189 (1996)i3 J: 0^ J. Med. Chem.. 22, 665 (1996)#B^) 1 0 /x MmM<0)V v 
5 7x7— tfiSfi^ 1.0 t Lfzt^<D:i^§km'cm^^i>it^Wm^\Sc.i:BiHzm 



mi 







it"^^ 3 (D 




it^m 5 <D 


0.2 0 


it^f^ 6 <0 


1. 00 


it^^ 8 <D 


0.4 5 


it^m 9 <r> 


1.10 


VC^^ 1 0 <D 


0.4 5 


it^iSS 1 1 <D 


0.2 5 


{C^m 1 2 <^ 
:^ h U AJ^ 


0. 1 5 


^b-g-t/ 1 3 <0 


1. 00 


1 4 O 


0. 1 0 
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C57BUKsJ-db/db (lOE) iSM^^VXm^. 2Mf^(0=fmm'ni^ 

i^^fz-^. %^^^^Lfzo (OB) > mmm^h^issiL. jmum. 

5 lBlIiI,igPS#(l OOmg/kg/day) (1 5Bg) 

X— r;HRBfrTT?mSB:fe©EJ:>)i^»LTifii*lll® (iSfiiiliftErgS (FFA) . 
h VjJ^U-b^'f K (TG) ) ^rSO^LTtio i^ll=$ra2 JC^-fo 

^2 



FFA TG 
(mg/dl) (mg/dl) 



n > h o 797±201 79±28 

-fk-^j© 6 <0 

i-Y')^^^^ 575±113 51 ±34 

(1 OOmg/kg/day) 

10 

mm. 

15 • N- (2-^ h4rv7x-;i/) -N' -:^^;i'-N' - [ (2' - (1 H-x 

h7V~;w-5 — -1, r -if7i-;u-4-^;W -^ur- 



t h V-^AiS 1 0. 0 g 

• ^xrvvsgv^r^v-^A (iSrt^iij) 0. ig 

20 ♦IJbe^-fe;vD-x 9. 7g 



41 



wo 99/12534 



PCT/JP98/03930 



m mz 

• N- (2-^ hi»rv7i-;w) -N' -y^;W-N' - [ (2* - (1 H-x 

■^hV-i^AJg 2g 

• y h 5 g 

• ^StK 1000 m 1 
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5 [^^. Aii 

1) ^m^. 

2) C 1 -TT^l'^WVS. tfz\i 

3) C 2~6 7;l-5^-l^>S5r^t»L> 
RMi 

10 i) Aii^M^i^^^mt>t^^. 

1) c 1-1 4t;w^jI'^. 

2) C 2 ~6 t;1"^-;1'^. 

3) C 2 ~67;w^^;w^. 

4) ^^nr>W.=F. C i-4 7;i/^;u^. c 2~6 7;i"5--;v^ifw(iC 1 

15 ~4 7;l/3:^vS5&^t>®il?$tLS, 1 t^cl±2iao®m^-CSm$tLT 

v>T ^) J: v»C 3 - 1 4 O^^i ^v:{i#^^(^t&^a* 7tJi^fia^a<^^^, 
tfzii 

5 ) ^^l^^^Tt^Hig^* 1 m^tti 4 ~ 7^om:m<^'^f-n3^:^^ 

20 ii) A3&«C1 -7 7;V^U:^^*/cliC 2-6 7;l''>--l^:^^«:^*?t^'^> 

1) /^^y>Jg^, 

2) TlC®^. 

3) C l~4 7;l/3 + v^. 
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4) 7xy^V^, 

5) C l-4 7;w^;i'^;J-^> 

6) 75y^. 

7) -OCOR'^ im^. R*\iCl-4r)l^^)i^^imt>i-o ) , 
5 8) -OCOORS^ (^tf,^ R^it7is.Mm^ifziiC 1 - 47 

t>'to ) s 

v»T^> iv^cs - 1 4<D^ntfzi±^m<otmtfzii7r^mi<oRmm. 

10 t^tt 

1 0) ^M^=f'tt:\imn^^iim^t^4-7M<OW-'mo^Tm^i$k 

1) mw>'f^ ttzit 

15 . 2) ISHig^^r^feU 

1) -HR^-m. tfz\i 

2) S?^j[g^'S:a*>U 

20 (l)}!K^miF. 

(2) C 1 ~4 T;i/^;u^. 

(3) C 2~6T;1"^-;u^> 

(4) C 2~6 7;i'^-;i'^. S^tli 

(5) Tfa(i) - (vi) 75><b®^$fiSHao^'eS^$tLytC l-4 7;l/ 
25 C2~6 7;i^'5--;w^> t^iiiiC 2-6 7;u^--'i'S^S^?L : 

(i) -COOR^^ (^+, R^IItK^I^.^-. C 1 ~4 7;u^;i'^, ttzli 
- (CHj) .j-CONR^R"^ (^Ef'. R'aXXfR^ii-^ti't'tim^ 
LT. 7K^J[r.^•^ t/cliCl ~4 7;i/+;i/^=£r^t)1-:d\ *^VMi, R' 
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tR'imm^^mw.'f-t-m^ji^x. - (r') i^^. 
^ig^-^ 1 m-f^. ttzumm^tmi^^^'k^m mwt^ 4 ~ 

(ii) -CH^OR*"^ (^4^. R•°^i7K^®^■^ C l~47;u+;i/^i/cfi 
-COR'^S R'MiC l-4T;i'^;w^«r^^-to) «:^t>to)> 

(iii) -CONRi2R»3g (^t^^ R»2i3j:UfRi3,j.^^^^35r|^x. tKE 

li^, C 1 ~4 7;i/4r;US. - (CHj) „3-C00R»*^ (^tt»> 
R**li7K^ir>?-ifc{iC l~4r;i^^;i/^«r^^3L> n3»±l~4<0K 
mmioto ) > tfz\i- (CH2) „4-CONR'5R>6^ (^4,^ 
R>5:feJ:OfR»«{±-e-fi'Pn®35!:LT, 7K^lgi=- 1 />: ti C 1 ~4T;l/^;l^ 
mimt>'rii\ ^-Sv^ti, R^'tR'SiBiai-'&^^il^t-i^tc^ro 
- (R'') R>'li7K^Ii^*;tttC l~4T;w4r;w^ 

gj^ig^t l^ar■^#^•r*4~7*<^m^o^&^fl<^'^ro^^:^t> 
1", ) , 



(iv) 



— CO 
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5 {41-3 (Dmmmt>to ) . 

(v) /Nnr>'lii^> C 1 ~4 7;P^;i-^, C2-'6 7P^^)Vmttz\tC I 

i>x\f\ c 4 ~ 7 (oMm<Dmj t fz \ty^mi^<OEimn. 

(vi) SIIM^HB«:'^^t*4--7MO^Tn-S) , 
10 R3{± 

1) -COOR'^^ (^+. R^^\timW.'i-ttz\tC\-A7)\y^)\^mi^t> 
to ) . 

2) 




15 im^. R^'>iiyl(.m^^tfziiCl'-4 7)U^)\^&imt>to ) . 

3) IK-TYyy-n^-S-^P^, tfzit 
4) 




20 E(4 
1) 
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( 3 MmW.^^ 1 m-^tt^ 4 ~ 7 M<DMM<o:^mi^7- o^^r^^b L, 

( 1 )7K^lf.^. 

(2) C 1 ~4 7;i^^;i'll, 

(3) C l~4 7;i'3:^v/^, 

(4) C i~4 7;w*;i'^:^-^> 
(6)bKn:^v (Cl~4) 7;i/+;i'^, 
(8)b V>'^D;^f-;l'S^ 

(10) - h O^, 

(11) 7i-;WS, 

(13) C 1 ~ 4 7;i'^;i':^;i/7 -< 

(14) C 1 - 4 7;^^;^7.;^;^^;^^, ifjji 

(15) -J-R22^ (^tfi, j(i 

(i) m^. 

(u) C 1 ~4 7;i'^^>^, tfzii 
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(iii)C l-47)\^^U>t^v&iUt>L. 

(i) -COOR"^ (^f. R.''tt7K^ir>T-, Cl-47)l^^)\^m. 
tfcli-CHjCONR^^R'^^ R^^ii JrO^R^Mi-eit 

(ii) 



OH 

(iii) 

,C00R23 



o 

(^4». R''(iirlBi:|BH:m'Sr^i9to ) ^ 

(iv) 



o 

tfzit 

(v) -CONR2«R2'^ (^cfi, R26{i;jc^|^,^jf;{ic 1 --4 
7 )U^}umi:mt>L. R^'iiTK^/^iP^ C1~4T;u^;i/^ 
^Ttrli-CHjCOOR^"^ R^^fiTKmH^-t /jfiC 1 

m4Jil ~3<^ll^«:at)to 
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2) 



10 



15 



^ ^COOR^ 



( 1 

(2)C 1 --4T;V'^W>^, 

(3y>Dy>J|g^, 7lcK^^ C l~4 7;i'^;i^^, C 2~6T;1'^-;I/^, 
C 1 ~4r;l'3 + v'^, -OCOR"S (^4'> R^^liC 1 ~4T;W 
^^I'St^tJl-o ) . -OCOOR"* (^f, R"{i. C 1 -47 
)\^^)i^&imt>to ) tfz\i-COOR^'m {&^. R^MiTK^J^T-. 
ttziiCl-47}U^)\y^imt>i-o ) ;i*<bMil^S^a^. Ii7t:{i2 

ttzii7i^fkm(0Rmmim-^m^^titzci-47)\^^uym. 

ttzii 

(4)C 2~6T;i"5rj^W>^^:^t3L> 




(^4'^ R^'iimUtmCMmi:mi^to ) , 

>^ ^COOR^ 
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i) Lm^^i:mt>t^^. 

(2) C 1-1 0 7;i/4r;i/^. 

(3) C 2~6t;W'^-;i/^. 

(Ay^vyym'f-s C i'-4 7}V^)\^&. c 2 -67;^'J^-;^S^ Ci 

imt>to ) ^ -ocooR^^^ im^. R^'im^tmcM^i 

c 3 ~ 1 4 <^#;^i \t^w<r>m!i t fz itT^^mn o^mn. t tz i± 
{ZMmu.^ttz\mnM.^iim^^'ri. ttz^mmm^twimw. 

ii) L*«c 1 -4t;u+u>^. tKS?^. C1~4T;^^ 

C 2-'6T;W'5r^;U^, C 1 -4T;U3^'>^. -OCOR^'' 

^ (^+. R'Miifiei:(gi:7g6^5:^t>i-o) . -ocooR"^ m 
R»3ttiffai:rai:iii*^^^5to ) t^tt-cooR'*s (^4', 

tfz\tyff&^<o^mmim-^w.^^fitzc i ->-4t;i^^u>^ 

( 1 

(2) C l~4 7;i^3 4r>'^. 

(3) C 1 ~4T;w^;uf-:t^, 

(4) -0COR»*^ (^tf. R35{iC l~4 7;i-^;i'^«:^t)-ro ) ^ 

(5) -COOR3«^ (^c}'. R3 6(i7|c^]Ii^i;^:(iC 1 ~4 7;l/4r;W 
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mtmmmimt>to) > -ocoor" im^, R'^am^ 
aMMmiF-tfzimn^=f-^:im^^ti>s ttzummw^'f'twtm 

(2)C 1 ~ 4 r;\^^)i^m'^Ut>tii\ 

R^^-L-tR^'^a^-^iihti^^t^Rmm'f-t-tisiiz^^x. 

(1) C 3-7 vi^D7;w^;i'^. tfz\i 

R^Mi. 

( 1 )7K^JiT^ 

(2) -COOR3'* (^4^. R^'ii:^mm^. C 1 - 1 4 7;u^;i-S. 

C 3-7">i^DT;l'4r;l/^^/cJS- (CH2) „6-C0NR^*R'«* 
(^*, R3«i5J:tfR3 9|i-?-tL-ptLJ^iLT. 7lc^ig^*7t:JiC 1~ 

4 7;i'+;wS'£:at>-r7j\ *5vMi, R^' tR'^imm-ti^mw.^ 

i:-i^tc«:oT, - (R^») (^cfi, R«0fi7lc^m^t/;<i 

C 1 ~4T;^#;U^=^^^5L, m5(±l~3<7)^^=^^t?to ) -c 

liaroi /c{iM#ilg^i:^^®iF-«-'&-H-31@^tt * 4 - 7^<^ 
^W(Omi<O^Tnmt:Mt>L. n 6 1 ~ 4 OH^Sr^fcto ) «r 
^fcto ) . 

(3) -CH20R'^^ m^. R*'ii7^MW.^s C 1 - 47;i'^;w^ 
ttz\i-COR*'m m^P. R^^JiC l~4 7;i/4r;i'^*^t>1-o ) 
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tK^I?.^-, C1~47;P^;u^. - (CHj) .^-COOR*'^ m 

A<Dmikimhto ) tfzii- (CH2) „8-C0NR^«R^'^ 

$7^:{iC 1 - 4 7Ji/^;u^?rat>L. m 6 fi 1 ~ 3 <Dm^i^t> 
to ) ^^fel-o ) ^ ttzii 



3) xH^-iiR'-miUt>tt^. EtRH^^hht^^t^mmmf-t- 



— CO 
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10 -^^^tii^it^^. "tfihmmim. tfzii^iih<r>ym 

L. l/LiaiJfiiBES«JttKt<o ) o 

2. -^5t (I) •C^$n>&'fk^Jfe{Ci5V^T. R'-A:i>^ Cl-10T;i-^ 

20 Tfc^jir,^-. mm^t tzitcooR^'^m i^'p. r « » jiTK^is^- i ^tii c i - 4 r 
;i'^;u^«:^t)-to ) 'cm^^titzci-Ar)\^^)umi:mt>to ) tfzumm 
mi-T^hiit^m. ^tih(D$mii:^. ^tih<DmHm^. tfzit^nhOTi^u 
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4. (I) -C^^tiiiit^mzis^'X, E-^K 

1) C 1-1 0T;1'*;w^. 

2) VNoy^li^, 7jcK^> Cl-47}V^)l^, C2-6 7;u^-;u^, CI 

to) ;i»t)Slfi$n-&. 1 t/c<i21iO^Tiijfe$tT.Tv»T^> J:v»7x-;u^^ 
6to ) -cS^^^i/wC i~5T;p^;w^. 

3) C3--7 vi^or;!/^;!'^, i^vili 

10 4) 1 */z{i21iOR2"'^-rfi^$*LTv>rt J:v»7i-;i/^ (*^, R'*' 

l*=S:a*5-ro fzfzL. 21i<OR2i»^-CM|^$fL-5,Jt|'g-. ^R^ t 

5. (I) '^^.^ixMt^^^^^^'^X, EH)^ 

1) C 1 ~ 7T>'W4r;W^. 

2) 7i-;V^;feJ:i;f/*7t{iC00R»^ (^1'> R ' WtK^I^.^- * li C 1 ~ 
20 4 7)V^}vm^mt>to ) -csmi^a/cC 1 - 5 t;u^;p^, 

3) C5~7 v^n7;W^JW^> *7tli 

4) C 1 ~4 T;i'^;l'^. CI ->4 7;wn4rv^. C 1 ~4 T^P^Jl-f't^, 
nr>ilf-, ^hnm. -C00R2'»^ (^cf, R2 3Mi7K^lIi=-> Cl~4 
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6. (I) X-^^il^it^^. 'tiVt:>(D0mn.^. 'ti^h<Dmfm^. 

10 /t7^:^±VLDL3^;^r^-;K0ilti^^^J, mSi^^'>> h'^-l.XOV :^i^y 

8. (I) X^^Mt^!^. 'ttlh(D^nnm. ^fih<Dl^mW^. 
ttzii'irtih(D:^m^n&»tLX^:^t^mi^(0^m7Bm<0i!imWr 

9. (I) x^^tiiit^^. ^tiho^mfSc.-^. ^iih(Dm.um^. 
mtfzim'pmMi&.rMo 

1 0. N-rf-;u-N- [ (2* - (IH-r hyy-^i'-S-^f;!') -1, 

N, N-^T. {2-^ b^v3!7;U/-K^;i/x^;i/) -N' -r-?^;l/-N' - [ (2* 
- (IH-x by V-;i'-5--f;W) -1. 1* -fcr7x-;>/-4 -'f 
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Sequence Listing 
<110> ONO Phannaceutical Co.. Ltd. 

<120> Control agent of peroxisome proliferator activated receptor 

<130> 0NF-2762PCT 

<150> JP 9-245101 
<15l> 1997-09-10 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 tiises repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<211> 9 
<212> PRT 
<213> Unltnown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
<400> 2 
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Ala Pro Lys Lys Lys Arg Lys Yal Gly 
I 5 

<210> 3 
<2ll> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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